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e Opened 20 March
1846

e Colony of Victoria in
1851

e The University of
Melbourne in 1854

e State of Victoria in
1901
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Firstin Care, “cawc

Research and e
Learning oL

A major health care provider in Victoria, Australia
Almost 100,000 inpatient services in one year
More than 645,000 outpatient appointments/year
« More than 8,000 staff employed

« About 1,400 beds
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S, Overview

MELBOURNE HEALTH

e Treatment Compliance / Medication
adherence

e Medication adherence in clinical trials

e Roles of clinical trials pharmacist in
improving medication adherence

e Other roles of clinical trials pharmacist
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S, Compliance and Adherence

MELBOURNE HEALTH

e Compliance

— Patient’s behaviours coincide with healthcare
providers’ recommendations for health and medical
advice in terms of taking medications, following diets
or executing life style changes

e Adherence

— The degree of extent of conformity to the
recommendations about day-to-day treatment by the
provider with respect to the timing, dosage and
frequency
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S, Other terms
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e Persistence

— The length of time between initiation and
discontinuation of therapy

— Medication adherence encompasses the process
of initiation of appropriate dosing and persistence

— Over-persistence
— Under-persistence

e Over-usage
e Under-usage
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By MARY BROPHY MARCUS CBS NEWS July 18. 2016. g:53 PM

Many seniors aasre taking thheir
medicines in risky ways

Medication underuse was linked with the most serious problems: increased fates
* of hospitalization and mortality. Over the 18-month study period, people who
underused their medications had a 39 percent increased risk of death and a 26

L percent increase hospitalizations, the authors 1ep01’ted
L-,-,_A - . @\ O

A new study of older adults shows more than halftake five or more medicines a day, yet few take their medications
the right way JORGE SALCEDO.,. GETTY IMAGES/ISTOCKPHOTO
8 Cornrnents T 5z Shares = Twest = Stumble @ Email

A new study of older adulits shows more than half take five or more medicines a
dayv. vet few take their medications the right wayv. Not using enough medicine was
found to be a serious problem —— with major repercussions for their health.

Belgian researchers from Ghent University in Belgium studied 503 adults over the
age of 80 for a vear and a half. The participants were described as cognitively fit
(not suffering from dementia) and living in the community, not hospitalized or in
a nursing home.

Medication underuse —— not taking enough of prescribed drugs —— turned out to be a
big problem. according to the study published in the British Journal of Clinical
Pharmacology. Two-thirds of the patients did not take the full amount of the
medications they needed. Misuse —— for example., taking a drug longer than
recommended, or at the wrong time of dayv —— happened in 56 percent of cases.
Fortyv percent both misused and underused various medications.



@  Treatment Compliance

MELBOURNE HEALTH

e Purpose of treatment

— To achieve certain desired outcomes in the patients
concerned

— Not achievable if the patient is not compliant
— Taking medications as prescribed
— Following advice on diet, exercise or activity

e Poor Compliance — failure to follow doctor’s
advice = Treatment Failure
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&  Medication Adherence

MELBOURNE HEALTH

e The extent to which patients take medications
as prescribed by their healthcare providers

— Taking the prescribed medications at the
correct times and in the right amounts

e Monitoring medication adherence
— Optimal adherence
— Variable adherence
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Métbourne Hospital

Medication Adherence

 How to measure
and monitor the
adherence to
medications

« Hard to track the
adherence to
medications in daily
practice
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& Clinical Trials

MELBOURNE HEALTH

e Poor Adherence / Compliance

— Evaluating drug safety and efficacy

e Primary outcome measures may show

— Similarity between the placebo and non-adherent
groups

— Not detecting the side-effects due to non-adherence

— Larger than expected differences between non-
adherent participants and adherent participants

=» Inaccurately magnify predictions of drug
safety and efficacy
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to see how much customers will pay for it.”
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& Clinical Trials

MELBOURNE HEALTH

o Adherence is closely monitored in clinical trials
setting

e "Hawthorne effect” — Patients who are conscious
of ongoing observation may demonstrate
improved behaviour

e 20% reduction in drug adherence;
= > 50% increase in sample size
e What is adequate adherence?
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Medication Adherence in
MELBOURNE HEALTH CI i n ical Tria IS

e Maximizing adherence;

— Robust estimate of the test drug’s efficacy
leading to better informed strategic development
decisions

— Prevent increase in study costs from requiring
larger samples to maintain power

— Reduce unexplained variance in clinical drug
development, ultimately shortening the
development process
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Methods of Measuring Adherence.

Table 1. Methods of Measuring Adherence.

Test

Indirect methods

Patient questionnaires, patient
self-reports

Pill counts

Rates of prescription refills

Assessment of the patient’s clinical
response

Electronic medication monitors

Measurement of physiologic markers
(e.g., heart rate in patients taking
beta-blockers)

Patient diaries

When the patient is a child, question-
naire for caregiver or teacher

U VICU UV y

Advantages

Simple; inexpensive; the most useful
method in the clinical setting

Objective, quantifiable, and easy to
perform

Objective; easy to obtain data

Simple; generally easy to perform

Precise; results are easily quantified;
tracks patterns of taking
medication

Often easy to perform

Help to correct for poor recall

Simple; objective

Disadvantages

Susceptible to error with increases in
time between visits; results are
easily distorted by the patient

Data easily altered by the patient
(e.g., pill dumping)

A prescription refill is not equivalent
to ingestion of medication; re-
quires a closed pharmacy system

Factors other than medication adher-
ence can affect clinical response

Expensive; requires return visits and
downloading data from medica-
tion vials

Marker may be absent for other rea-
sons (e.g., increased metabol-
ism, poor absorption, lack of
response)

Easily altered by the patient

Susceptible to distortion

JOURNAL of MEDICINE



S Medication Adherence in
MELBOURNE HEALTH Clinical TriaIS

e What pharmacists can do to improve adherence?

© Randy Glasbergen
www. glasbergen.com

Pharmacy

“Each capsule contains your medication,
plus a treatment for each of its side effects.”



& Methods

MELBOURNE HEALTH

e Data from 30 participants enrolled in 8
different studies were chosen at random for

review

e 15 participants from 4 studies — active
counselling by pharmacists

e 15 participants from 4 studies — no
counselling by pharmacists

¢ Oral medication for self-administration

A /&
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& Methods

MELBOURNE HEALTH

e Measure of medication adherence — pill count
[number o il dispensed - number ofpilslftn hott) x 100

 doses taken =
Inumber of days hefween cispense dates)  (number of doses per day) X [number ofpills per dose)

e Duration reviewed — 3 months to 36 months

e Dosing frequency — OD or BD matched
between the two samples

24 The Royal TR . . _ . % &
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& Results

MELBOURNE HEALTH

|
< 6 months
97%
< 6 months 96% 50%
100% 55%
Twice daily > 6 months & =12 months 95% 77%
93% 59%

> <
12 months & <18 months 98%, 04%
> 18 months 99% 72%




& Results

MELBOURNE HEALTH

The effects of counselling by pharmacist on
participant adherence and the comparison
between different dosing frequency

120%

100%

98% 97%
80% ———
81%
— 67% Cnunselh::d by
60% pharmacist
Not counselled by
a0,
40% pharmacist

20%

0%
Once daily dose Twice daily dose




Previous study in 2012
) Y

MELBOURNE HEALTH

e 99% adherence vs 89%
e Over-usage detected

Participants adherence on clinical trials medications

—e— Counselled by pharmacist
—m— Not counselled by pharmacist

130

— [y
s 3

Adherence (%)
8

Clinical trials studies




womee ITIEAICAtION @adherence

S Pharmacist counselling on

e Positive effect of pharmacist counselling on
medication adherence in clinical trials setting

e Investigator’s responsi

4.6.6 The mvestigator, or a person designated

D

ity as per ICH GC

)y

D

e mvestigator/mstitution, shou

 explam

the correct use of the mvestigattonal product(s) to each subject and should check, at

mfervals appropriate for the trial, that each subject 15 followmg the mstructions
propetly.




Reasons for poor adherence
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T InteraCtion With system ~

= Re!ationship With providers
- Satisfaction With care

- Convenience of clinics |

™

Treatment factors
- Reason for therapy
S / - Doubt on dosage
| f‘?’ : - Complex schedule
EHEEhE e - Unclear and absent instructions
- Emotional state e,
- Forgetfulness _ Difficulty using devices of cfo;\t?\:;;s
[ : : e
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S Reasons for poor adherence

MELBOURNE HEALTH Interaction With system

= Relationship With providers
- Satisfaction with care
- Convenience of clinics

Personal factors

- Emotional state Treatment factors
F tf | ness - Reason for therapy
- Forgetid - Doubt on dosage
g = - Complex schedule
- Hea Ith beneﬂts - Unclear and absent instructions
. ﬂ - Tllegible labels .
- SOCIa I su ppOI'tS e - Difficulty using de‘{;cer?czrocfoszjzg'ss
= jseas ) diacy &uevide
= FGE' ings about dlts ome' e Side effects
jcacy & ou c - Drug interaction®
self- effic
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S Reasons for poor adherence

MELBOURNE HEA

Interaction with system

- Relationship with providers
- Satisfaction with care
- Convenience of clipiCs

Treatment factors
- Reason for therapy
- Doubt on dosage
- Complex schedule
- Unclear and absent instructions
- Illegible labels
- Difficulty using devices or

\\%%»Mqhﬂ =i '//
Personal factors
- Emotional state
- Forgetfulness

- Health benefits containers
- Social supports - Immediacy & evidence of benefit
- Feelings about disease, - Side effects

self-efﬁcacy_ & outcome ‘D . i
experience — Fug interactions

;\Socioeconomic Status

$ The Royal SIS
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Administration of

«ameco INVEStiIgational medicines

Table 1. Dosing Schedule for Cohort 1 Double Blind Phase, Open-Label Phase, and

De-Escalation Period
Cohort 1, Phase 1- Double Blind —
/i 225 mg cap/day
b= S[t):(;y Dos (mg)/day z:':‘-tc“:i:: % or u‘nlcilu
placebo _placebo
Titration to 1200 mg/d I 400 2 0
Visit 2)
2 400 2 0
3 800 4 0
4 800 4 0
S 1200 6 0
6 1200 6 0
7 1200 6 0
1200 mg/d 8- 35 1200 6 0
Maintenance (Visit 3)
Step Titration to 1800 36 1800 0 8
_mg (Visit 4)
1800 mg/d 37-63 1800 0 8
Maintenance
Cohort 1, Phase 2- Open Label
DB Transition to Open-Label
Visit Study Day Dose (mg)/day Bottle A 225 | Bottle B 225
mg or PBO mg or PBO
___cap/day cap/day
_ 2Smg | " 228 me
PBO/PBO PBO:225mg | PBO: PBO
Visit § 64 1800 900 4 4
65 1800 900 Rl 4
66 1800 1350 6 2
67 1800 1350 6 3
68 1800 1350 6 2
69 1800 1800 8 0
70 1800 1800 8 0




Administration of
«ameco INVEStiIgational medicines

P OUT OF REACH OF C R
DOUBLE-BLIND SToCK <" i,

22Smg OR PL
CAPSULES (HREG = -

Tako ONE capsule TWICE d-l ly on
¥ o 3, then take TWO sules

TH CE dally on Day 4 to 6

take THREE capsules THICE dailv on

capsules TRICE da%lk from Day 11

capsules rom v

onuards. =»Pat. Ys t No.

201U 278 !‘z’{gzé.z'mssfy e e

THE ROYAL ncm m

; Take capsules w :
) @ hours after a meal naek. Each dose should be
l @ Suhjed lD hv a minimym

P OUT OF RE
TRANSITION PHASE ACH OF cinLEm

| e—— =
_ or P CAPSULES - BOTTEE R -HACEBO

i Take oue ca sulc 'ruxcE dai
{l proﬁoeolW Day 99 161 cn ..'ru3°"

pera 1 Tu cé il Day 102 ¢

e gls’mF) capsu ::n take T . E :'.'»3 es 2

59° F to T l: ¥onbay105t0108

it of """ # capsules TWICE'

;’F.':ly ""’G;E‘{ onuards. KEEP OUT OF REACH OF CHILDREN
al U8 Lu 'Ke sgiy u.m.-u.-123457 W""’"PMSEORWO
12105 MELBOURNE HOSPI “'ﬂg CRPS!.I.ES - Bzng
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" Take THREE capsules THICE DRILY on
Da t 101 thon take TWO
caysusguo ICE DRILY on Day 102 to
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mcv on Daylwsfto poeas

es from BOTTI.E
fro.nsny. .u' *Pat .No. Visit ﬁe

e Sky '‘Walker Ur: 18345]
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y Sponsor labels on
- .. Investigational Medicines

@ No direction on sponsor
label (69.7%)

@ Insufficient directions on
sponsor label (18.2%)

O Acceptable directions on
sponsor label (12.1%)
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Passion for Caring - Achieving the Extraordinary w5 o



Search ID. mst0o034




S, Clinical Trials Pharmacist

MELBOURNE HEALTH

e Has in-depth knowledge of pharmacotherapy
and the study protocol

e Provides education to study participants;

— Use and administration of investigational
medicines
e Correct doing instructions
e Fasting requirements
e Correct method of administration
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&, Clinical Trials Pharmacist

MELBOURNE HEALTH

e Provides education to study participants;
— Changes in formulation and dose strength

— Prohibited and permitted concomitant
medications
e Over-the-counter medications
e Alternative and complementary medications
e Class action of any unlisted prohibited medications

% &
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&, Clinical Trials Pharmacist

MELBOURNE HEALTH

e Provides education to study participants;
— Medicines information

Search: 29600619

" Warning. Reading all this information about the
medicine may cause drowsiness . ™



&, Clinical Trials Pharmacist

MELBOURNE HEALTH

e Provides education to study participants;
— Drug interactions

No! 'm the most important in here.
You and your buddy xanax are
NOTHING!

T i - SRR

Oh, Ya! without us and Paxil
you'd be just SEA SALT..




&, Clinical Trials Pharmacist

MELBOURNE HEALTH

e Provides education to study participants;
— Adverse drug reactions

> T
... YOURE RIGWT, ?
MORPHING INTO
A Y\\DEOLS NMONSTER
1S NOTU LIsTED AS
A vossiplLE
L ADVERSE REACTION

\S
g

Dolsian
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PHARMACOECONOMICS

What influences persistence with medicines? A
multinational discrete choice experiment of
2549 patients

BJCP
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J he role of the clinical trials pharmacist in reporting
& .. Royal of adverse drug reactions

Melbourne Hospital

Eugenia Hong, Emma Michael

Adverse Drug Reaction Reports 2011

[0 Radiology

(Nurse and/or doctor)
@ Pharmacist
1 Junior Medical Staff
[0 Senior Medical Staff

B Nurse

STOTT TSP T SYSTE S VOIOTNE Y SR TS O
submetted onfine. phone or by compleating the “Blue Card”.




S Conclusion

MELBOURNE HEALTH

e The education and counselling of study
participants by the clinical trials
pharmacist could result in positive
outcomes with regards to medication

adherence

e This can be extended to outside the
clinical trials setting

3 /&
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